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SUBSTITUTED LOWER ALKANESULFONAMIDE DERIVATIVES AND PHARMACEUTICAL COMPOSITION 
CONTAINING THE SAME 



(S4)Titie: 




(57) Abstract 

Substituted lower alkanesulfonamide derivatives having higji afiHnity for pharmaceuticals, particularly an endothelin receptor, and 
represented by general formula (I), phannaceutically acceptable salts thereof^ and pharmaceuticals containing as the active ingreidient the 
same, especialiy an endothelin receptor antagonist, wherein n is 1 or 2; A represents an optionally substituted aiyl group or an optionally 
substituted hetm>aryt group; B represents an optionally substituted phenyl group; R' represents a lower alkyl, lower alkenyl, or lower 
aikynyl group (these groups each being optionally substituted by one to tluee groups selected from the group consisting of halogen atoms 
and hydroxy, lower alkyl-O-. carboxyl, lower alkyl-O-CO-, and cycloalkyl groups); X represents a group represented by O. S, or -NH-; and 
Y represents O or S. 
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m m m 

mm 

X>H-t:'J> (ET) 7a/®f2 imO^C^I^Egtt^^aStt^t/^KT^O 
, ET-1. ET-2, ET-3®3a©7'1'y7:i~A©#eE3&^^e»tlTI/i-5. 

ETAS^ft^d^ET-SiOfeET-l, ET- 2 lcSl>j^«H4^W1"-5©{C^ 

m^3^^\^^\mm-^nx^r), ^tii^izmmr^m^u^Mi^m^m^nxi^^^o mpL 
it. ]k^xit. hmp^immz:^\,^xm^. ^m^titzET-m^. ifi^tc^^ft'Sidi 
*^^mmmm±<DET^^m^iim^{.. iBm^W]i!)^'Dmmizim^'^^o -is. 
m\nmskn$i[\t.ET^^mw^%m^x^y). z.tv,zEr-\ifim^t^ t-m.it 
mm (NO) i^^Ej^sm^n^. -^i\^m\tMmw-mm^^^'^^ff^m^^^. 
^mii\z'yyv\zET-i^mmBL4-'r^t. -ii-tt^te©^, wmtm 
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istt-^^ife, •^^^u7.-^^)>m^^±. mmmm^. 

m. mmmprntsi^) . (mm.immms\zmm^mm (^mm^. ^m^mj^ 

■7^. U-^T^, ^-SaHtlSS, 0kmimmm (IBD) . PTCA (Percutaneous trans 
luminal coronary angioplasty) '^OWk^. mmmt. AmfliiMmX. . 

<immmm^rc\tmm!kmi:^ojmmmmmf\zimmm mw^B. 
mmmmm. M^mm^±. is.m9mpF^, m^mim. ftStt^Lv fliii*«. ^xmrn. 

mi&t^Z.t*m^^trc^^^ (G. M. RUBANYI. M. A. POLOKOFF. Pharmacological Revies 
. 46(3). 325(1994) ; M^m^. 49(3). 335(1994) ; Kidney International. 37. 1487-1491 ( 
1990) ; Lancet. 339. 381-385(1992) ;Cell Mol. Neurobiol. . 13. 15-23(1993) ; J. Clin. En 
docrinol. Metab. , 76. 378-383(1993) ; J. CI in. Pathol. , 48(6), 519-524(1995) ; Chest. 10 
4(2). 476-480(1993) ; Am. J. Med. . 99(3). 255-260(1995) ; Hepalology. 16. 95-99(1992)^ 
) . 

mmf^^5- 1 5 5 8 6 4^. 222003^, 211810 

^m^7 - 1 7 9 7 zmzmm^nxif^^o .^iz. Tss^m^nmm^5- 2 
2200 s^ommme 7 \zmiO)it^. 
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OMe 



NHSO. 



tr-OViT{i, *lll^x;H(HfeT©W^. mnm^mm^^nri^^ a. Pharmacol 
. Exp. Ther.. 270(1). 228-235, 1994 ; Hypertension. 224. 183-188. 1994 ; Clin. P 
harmacol. Ther.. 60. 124-137. 1996) o 



n : 1 ^TzitZ 




(I) 
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Y : OX«S) 

7;ww-o-co-, Apy>^^, -hp, v7y, 75 iffigsi 

7;wi/-NH-. >^-ia»7;WP-N-, <£«7;p4^;p-s-. ffiiR7;i/=^^;u 
-so-. te»7;u^;p-so2-, i^nzCo-mLXS-o-mk7)V^v>- 

0-»;5>>e);5:-?)S^J; Dil^^n^ 1 5<@(DgmS-egtft$nTl^iTt>J:Vi7 U-;i' 
<ffi8i7;u+>>P (^<Siii7;p^Mi/Nay*>M^, mk7)WV-o-. 

Ji^^v'Jk 75 <S)»7;P+;W-NH-RtX>?-<E8i7;WI/-N-»;5if,?^-5i^J; 
i»7;i^+Jl'-0-C0-, iJ)V^^i^)V. /NDy>M^^> nha, v7y. 75/, 
<a©ffift*Tffift;^ nxv^Tt) 5 7!rM 6 M^xD7 U ~;i/»-e*.5BJfe<aSi7;W* 

iE»7;W4^;l/-0-C0-, t})Vil^^zy)V. f\u^ymFF. :ihP, iz7y, 75 

/> <£^7;i/^;p-NH-, i?-{S^7;wu-N-, iSS57;i/+;i^-s-. {Sigi 
7;^=^^;^-so-, M7;w^;u-so2-, NH2Co-s&tx-o-i£ig^7;i/ 
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;i/-o-«-effiftsnTi.iT*).kVi) t^o. Y*toM^Tfe-5«j|<ffi»7;i'A> 

2) A*^ 1 7iM3fa©<gia7;P^;US-rffift$nT(/iTt>J;li7x-;i/ ; :^y^)\. ; X 

^7;WP-o-t?ffift$nTViTfeiVi<ffi»7;p=^;u*T2feD. xrot*«o 

l^^^i?^sffl^<^7;i/;ij >x;i/5tJ>7 $ mmwxit^co^^izn^^ti^ 

3) N- [6-pth:^^i^-5- (2-^h^^^>/7x/=^^x) -2- (2-trU5i?-;W 
-4-tr»J$>>-JW -2-7x-;Ux^>X;P3l^>7^ h\ N- [6- (2-;>t 
h:^'>Xh^v) -5- (2-pCh^^'>7x/4^>^) -2- (2-eU5v::i;i.) 

-4-fcf'j5>^x;i/] -2-yx.-)ix^>x)it^>7S.]^. n- [e-^h+v 

-5- (2-;th+i^7xy^v) -2- (2-t:U5>^x;W -4-tfU5>^X 
;W -2- il-i-y^Jl) X^>x;W3j^>75H, N- [6-pth^'>-5- ( 

2-p^h^v7xy:^^>') -2- (2-tru^>'x;w -4-tf'JSvx;i/] -2 
- (4-^^;i/:7xx;i/) x^S'>x;u*>7^ h\ n- h=^^v-5- (2 
-^h^v7x/^v) -2- (2-eU5vx;w -4-eu^i^x;W -2- 

fl:^T*sffift<^7;i'* >x;i/jjs>7^ mmwx\t^<D^^\zn^t^ti 
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ST^O, :^^W{c{i, if-ju, i-i/D'^-jK i-^>xx 
lc^J^«, x5^-;i/, i-yDbfx;u, i-::^^x;i/, i-^>^-;i/. i 
^i^\zm^myi7a^n}d)\^, zyi7U'7^)V, zy^u^y^)V, i^ifu^^i/)V, 

r/\-rD7U-;PSj tJiN, OXttSmT^175M3<@Wr'5 5Xtt6* 
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ti)V'^^=y)V. Any>l^^, -hn, v7y. 7^7. i£ii7;WU-NH-, 

v-<SiK7JWP-N-. ^mr)v^)v-s-. {m7)v^)v-so-. ^wlt 
s o 2 - . NH 2 c o-^ms-o-m.7)v^v>-o-^imvf^n. 

ti;\D^>M^. ®«7;p+;i/-o-, ^jI/tj^^^^s/;!.. 75 7. <ffi»7;p^;i/-NH- 

nTViTt>J:ii) . M7;u^;i/-o-. <gM7;wi/-o-?^7>iU/l^-;u, 

;k Apy>it^. -hp, >'7y, 7^/, ^7;wi/-nh-, .v-iS!gi7;i/^ 

r«IK7;P^l/>Sj ^mic*n7!>S6i@©ii[mx«5>i!ft4^©7;p+w>« 

^^ScdU 75M 3 iS © 7 U * -5 . 

rAPy>J!^TJ tLT\t, F, CI. B rXfiIlg^^*t^tf ^nso 
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m. iy'^'ym. to>^, n;\^m. -^-cuym. ^m. ^)>:m. m6 

m. ^x>m. :^^y7.)w^ym. :L^>7.m^>ms jT^nzf^ym. ^)\/^^>m 

z.(D^^ nm^t \yx\%m7i\tm.m'^-)3)vt^^y)v^^m\i^ ^itH)^^ 

. ^n^(DmSMtl^X\tm^\t. ^^)->Rmyym rProtective croups in Org 
anic Synthesisj f^zmz^omm^mW^^LtifiX^. ZLtl^^Rf^^mzjl^C 

uTiz:^^mit^m<oimmf3im^m\z'Dv^xmm'r^o 
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:^M>Wt^thT\t. ^^>X;i/*n;W:r^'>S, Ji^>X)Vt^=.)V:t^i^^ 

(I) (n) T'^^nsji^i^flftgis^wf ^^b'&ti.h-^ 

-fb^l^ (n) t^©KJi&^*i&«®^k^4fei (in) «hS:^>if>. h;i/x>. 

^vUX ■T-h^hHo'7^> (THF) , X— i^^^-^>. iy;^^)VMA7 
(DMF) » v^^;WXJl'iJ^4^x b% i^lt^^^kX v^PPpt^J'X v^DPX 

Ji^miti-hV^/^. :miti-h^)^J^. 7K®?{k*U'>A> ^^:i!7U':7AI?«)^i«^, 

h'j^5^;i/T5x h'jx5^;PT5>, euvx eziux n, n-i^^ 



(I) «, HK^ (IV) T^$n'5hKo=^'>^L<tt^;U:i!jyhX 




r'—z 

(V) 



c 
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mimmzw^mmt^ (n) tt-:?/NDy>'fttru5v> (vi) \zm^im7)v 
tfu 5 v> (VI) #M¥5 - 2 2 2 0 0 3n\zsm<o:^m. xit^tnzmcrc:^m 

J. Org. Chem . 49. 5124-5131 (1984) tClBmo;^^. Xtt^nH^L^rc^^j^tCTSJiiT^S. 




^2®^fe®lgi|BKk^«5T*S<b^4^ (IV a) tt. -JK^ (H) T^^nSADy^-ffc 
7S. /itmt^Kft^-^^^Zt\z^r)^i^tl^, 

-10- 
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\zm^mm^± (*mi^jftuE> xuxD^x^>^fiiiijfiiji. it'i"i?ox7i?'j>A^ 

^iSjIiUEE, ISttWTF^. •t>-'r^oX7j?U>^!TlW:=fi^, iteSJitt^Jg. IFF 

im. j^^±. ^'L<^±t3:a) . <2>!kmmmuE\zj^?>m.mmmx\tmm^mii^ 
m\z^^im m^>bmmm> ^^^m»b&. <hmrmjm<oimmnAM. mmsk 

. Ei^. mmm. ia«, msmi^^tsiE) . ®ikmmm^mzmmimm 
mimik. wmm^jo-^^. uc/t^, ^f-mmm. 0i&immm (ibd) . ptc 

A (PercutaDeous translominal coronary angioplasty) ^(DW^^> WiMWiit. 0k^ 

myLmm±. mt^ii) . (mm^mm^tcitrnmssi^^wommmmmmsizm^^ 
mm (M^mt, n^mmmmm. mmm^±. m^^jtam. m 

:^mmit^imniRmmzmn. mzmmhmx$>^, 
^^mit^i^mmimTomw^iz^-DXvm-^titco 
(1) x>h*-t:u> (ET-i) t\lhET^^mw(D^^^mimk 

t h)«i©mRN Ai; 0 RT- P C Rj^tC J; D h h E Ta$^^(D c DN A<^5J#L, 

*DEAE-dext r a ni:^:'t(CCOS- laoia (77U*5 KUlf;K7)'^i|fflliaA 

- 1 1 - 
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^(DBfrn) ^im^\zmmV. COS-l||BJIiaft'lChhETA©cDNA!£h^>;^ 
yx.^hLtc. $e>tCiia®DMEM (10%FBS^W) iZX 3 Bm^^Ltz^. C 
OS-imtk^mLU mmmm (Tr i s-HCl. 10mM;EDTA, SmM 

; pH7. 4) ts^)ha>rmm^imi.rzo mmmLtdmm^. tm 

'b^^MV (1 0 0, 0 0 0G> 3 Om i n. , 4*0 , mfm^m) r i s 
(Tr i s-HC 1 . 5 OmM ; MgC 1 2> 1 OmM ; pH7. 4) \Z^m 
^, Ji}S^K^£r-8 0'C i^>A^nm. *5lmg/ml) izx^muw^fz, 

^im^Jtkomzit. mmLfzmmm^^imu mmm (Tr i s-h 

CK 5 0mM;MgCl2. I OmU ; ^z^MmT}V:fS.>. 0. 0 1% ; pH7. 

4) iznimm-^ii-rzo m^>/'^^mtvx i . 25 u g'^t5mmmm2 oou\t. 
mu^mm(Dmiit^m^^^^mmmm2 5 u iris [■« 1 3 et - 1 iim^ 

2, 2 0 0 C i /mM, m^m&3 5 pM) 25 ul ^mz2 5X:X3mm^ >=¥=L^ 
-hhftm. Brande \±)W\-^7s^-^m^'^^^:^mmy^)V^'-\ZXfSMV 

tzo :ff^7.mmy^)v^-±(DwmmimMit. ii>-^ti'y>^- (tf^»8i%) 

i^^^ztiz^fOMTz. mki[:^<\i!i(D ['»!] ET-iie^jip$iffitt«. ^^mi^^<D 

5 0% ^mmr^<D\z>z^f3imm ( i c 5 t LxwmLfzo 

(iSH) 

:^^mi\:^mt\i h E T^^^mzmr^ e t - 1 ois^sr^:^? t^sy vtzo ^(ou 
^^-frnzmt^ 





IC„(nM) 


mmmi 


3. 1 


mmm2 


3. 6 




3. 4 


mmmi 


3. 3 




2. 6 



(2) hi^m^) >ifmmzi5n^ET- iimmo^mmum 
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«ca3 0 0~3 5 0 gommr i s t a r ^«;/ h(Dm^±mmi!)^^&-^ 2mm(D^) > 
m>m:^it. 9 5%C02, 5%02tCTjimUfcKrebs-Hense 1 e i 

t 1 0 m 1 bit'^ifyixm'pizm±^t! 1 g \zxwmhrco u >^m^(m 
^mjitmRmzmstLfco mkit^tthizio^rn-iy^a.^-hLfz^. et 
- 1 ^^mmz-^^^xmp^izmMLfzo mkit^'^(DET- i^^imtmi^itm^ 
(om&<Dimit-^miz^^ET-i(Dmmmm^<o:^^m<Dm mmit) 3&>^. e 
T- 1 <Dmmf\^mmi^:^\z2imm^'^i><D\z£>^umii[:^(omm (p Aj) 

^^mit^mt. y y h:mm u >cfm:^iz^n^ e t - 1 trntm^mti \zmm 

(3) mmmyy h©b i g et- inm\zn-t^mm^ 

5 0~3 5 0 g©*lttW i s t a r^^y hS"^> hA;Ut:^~;P:M> U':7A ( 
6 0mg/kgJ!iKl^S#) lw.kOJ»»U AlTO©ytJ&©*ni-^?£M1t{c#W 

ET- 1 $:S#-rs/cJe)(7):^j7"-5";i/<&A»M{c:#ALfc. 0 . 3 ~ 1 

3 0mg/kg©fflSTi^PS#Lfc^3 0^)-{I#iHB[mU b i g ET- 1^0. 

1-3. 2nmo\/ke<DmRx^nm\zmmn^-^vrco mat^mmt. b 

*fg§g^k^#lt*!inS#t*5ViT, hOb i g ET- 1 #JEfc^L 

( 4 ) «;/ h © b i g E T - 1 ^jE\znr^Mmi 
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im2 5 O'-a 5 0 gOUttWi s t a r^^;; h5:^> hA*;Ptfi$'-;i':f h U r>A ( 

AUi/Si. ^275M3B1^{c:||«^<&ff'Drc. WSTOyyUzb i g ET-1*0. 
5nmo l/kg(DfflfilrmrBl«{'#»S-%-b/c. 3lHlB(Db i g ET-IO^ 
^30 0. l~30mg/kg 0ffl«l?iiiP^#L]fc, tSS^^k^ 
i^©«ttttb i g ET- l#JE©ftl^jTfmilliUfc. 

*5gm^tif*iiPi9:#{c*5ViT, nm^ '^hobig ET-1 mmzMbxm 

, fch*o^r'>:/ptr;H:;i/o-x, fcKP4^v:/PtfjM^;Hr;up-;^7:$'^-hfj: 

uy':m. xu+xji/^j^^^^^. -^m\zm^^h>n^^mi^f3i^m..m^immyi<^ 

- 1 4- 
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-^mu mmi i^mi mmm^mhx^^xhj:\^\ 
mi^^mr^o Ji^itommL mmmtvx\t. mA.itmtmmm7f(^Rxs^m^m 

> %im. ^mu mx\,^. , mmmmi m^it. 

SaMPS#©«^, 1 BO««tt. M^;fcO*90. 0 0 l*ie> 3 Omg/k g 
, ^(f*L<ttO. l~5mg/kg*«jg^TfeD. ^Itl* 1 lHlT^SVitt275M4[Bl»C 

^ 3 Omg/k g*5ji^T% 1 0 1 wmmzmx^^-t^. ^^mm.^. 

5 1 lmg©2-7x-Jl/X:5^>X;i/zlN>75 H©N, N->?>^5^;WPA75 H5 
mm«iJC, Ttc^^k-^-hU-^/A (60%) 246mg*l)D>t, 1 S^J-iH^^Dt. HOS 
liai'&iKlfcg 7 8mg<D4, 6-i^^oa-5- (2 h^^v^x/^v) -2- ( 
2-tfU5v-JU) trU5v>^iP^^iaT2l^rBn 55>lt*^Lfco J^J&jg-^i^^&TK-J: 

- 1 5- 
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\Zhii^rct:i^l^^liiVrcmi^^mMLl. 14gCDN- [6-^PO-5- (2- 
^h=t^>'7xy4^i^) -2- (2-e'J^z^-;i/) -4-tfUSv-;i/] -2-7x- 

755 1 0 0*CO|gBaTfTofe. 
##«8|2 

N- [6-i^Dn-5- (2 -p^ h^'>7xy + '» -2- (2-trU5v- 
)V) - 4 - tf U 5 -2- (2. 4. 6-h«J;t^;W7x-;W x^>x 

N- [6-:j7DP-5- (2-;th=^r>^7x>'+S^) -2- (2-trU5>?-;W - 

4 - tf u 5 - 2 - ( 1 - >;^;i//iN >7 5 H 

##«a|4 

N- [6-^no-5- (2-^ h4^>':7xy=^^v) -2- ( 2 - tT U 5 v-jP) - 
4 - e U 5 v'-JW - 2 - ( 2 -^y'f-M JL^ >X;WiJn >7 5 H 

N- [6-^PP-5- (2-^h+>'7xy^x) -2- ( 2 - If 'J ^ -4 

-ifU^vx;n -2- (4-^5^;U7xx;i/) x^>xju*>7^H 

##«»J6 

N- [6-i7pp-5- (2-pth^->7xy=^^>') -2- (2-t!U55^x;W -4 

-eU5vx;w -2- (2-5"xx;w x^>x;i^5jx>75 H 

N- [6-^PP-5- iZ-^h^i^ya^y^-y) -2- (2-tr'JSxx;W -4 
- tru ^v'x;!/] - 3 -7xx;uyp/t>XJW5jN>75 H 

N- [6-^^PP-5- (2-^h^v7xy+v) -2- (2 - tT'J 5 vx;i/) - 
4-eU^vx;W -2-7xXJl/XiS^>X;i/*>7^ K4 5 Omg0N. N-i^^t^" 
JI/*;UA75 KSmm^Kfw. :M>U':7Apth+'>H4 8 8mg^Unx, 

- 1 6- 
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4^#r?£X-7";i^Xi$'/-;i^i;r)i^a{bS-a-2 9 4mg©N- [6-p< h^^v'-S- ( 
2-:^V^-yy:iiJ^z/) -2- {2-\f.^)^z>-)V) -4-trU -2-7 

^fc:M-U»>A (6 0%) 3 5 3mgSJinA, 1 55)>ltJ^b;rc. ;i©R|Jai^<|j^tN- [ 
6-^on-5- (2-p^h:^^'>7xy+>') -2- (2-hru^>'x;W -4-tfU 
5 S^x;H - 2 - 7 xx;WX^ >X;i';J> >7 5 H 4 O O m g «riPx.^Ml? 9 l^r^l 3 0^ 

) T«iaL, $^Jc#e>n^?fi«ife*x-x;wx^y-;ui;0ifea<kS-&2 8 0mg 

©N- [6- (2-^h^'>Xh=^^>/) -5- (2-pth^v'7x/+-» -2- (2 

-tfU5>?x;w -4-trU5>^x;W -2-7xx;uxiS'>x;UjjN>7^ 
40 0mg©N- [6-:j7DD-5- ( 2 -pt h^>'7x ^=1^$/) -2- (2 

-t;u$s^x;i.) -4-tru5v?x;n -2- (2. 4. 6- hu^5^;i.7xx 

Jl/) Xd7>x;i/7}^>7 5 H©N, N-v;^5^;i/5f:;i/AT5 K (5ml) ^^gtc^ 
iaT-4 0 Omg©:^h'J«>Apt h=^'>HS:ljnA3I^P^»J^L^c. SJt&^R^^actiS 

■7h^77^-T)^|jL, tft<^«3<£#;/^. #f>nfciA«#l3 5 Orngtc 6. 5 3 
ml©0. IN KOHXi5^y-;p^lK^Un^^MTmFBmj^Lfc^. i^jET 
Sfilt^^?&#)5:o ;i©igS^x^y-;u-x-5^;n?«feii, 3 0 8mg©/i?3' 

S^^^A N- [6-pC>:^^>'-5- (2-;)^ h:^^v7xy + v) -2- (2-fcf 

gsv'x;!/) -4-eU5vx;i/] -2- (2. 4. 6- h>jp^^;P7xx;i.) 

Xi5'>XjU:^N>757^-hO. 57K*fl«^$:#^c:. 
^]li0iJ4 
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X^U>^Uli-;H 0ml tymiti- h^J'y A 3 SmsiZ 4 5 Omg©N- 

[6-^DD-5- (2-^h^iyyj^y=¥i^) -2- (2-trU - 

4-t:u5v-;H -2- (2, 4, 6- hu^5^;P7x-;i/) xi$'>x;pjJ^> 

L, ^le>nfc^^4^tI^x^57y-;^-x-x;^4'iS^<b$i^/^. 2 1 img on- 
es- (2-t:Hn=^r'>Xh + >') - 5- (2-^ h=t^->7a:y4^i^) - 2- ( 
2-hrU5vx;u) -4-tf'J5>?x;i.] -2- (2. 4. 6 - h u >i5^;i/7x 
xji/) x^$'>x;i/3j^>T5H*^;/t. 

mmm5—9 

Ki^mmn. Eximmmmn. DATA.-f^ttM, mp. :bi^. 

NMR : tStam^J^'^^i^ (iNflBt?5:Vi|gO. DMSO-dj. TMS|^gi5^2p) 6 : 
Me : Ph : 7xx;|/. Naph : i-y^)V. Jh : 5"X-;i/, 

Py : trU 2.4.6-triMe : 2 , 4, 6 - h U 



*2 



Rf 


DATA 


1 


NMR:3.06(2H.m).3.82(3H,s),4^(2H,m),6.82(1H^,6.88(1H,dl)7.(»(1H,d07.12(1H,dd)7.19(1H,m^ 
7^(2H.t).7.30(2H.d).7.69(1H.t).9.04(2H.d).11.88(1H.bfS). 


2 


NMR:2.17(3H.s).2.18(6H.s).3.01(2H.m),3.82(3H.s).3.98{2H.m).6.79(2H,s).6.83(1H.dd).6.99 
(1H.dt).7.10(1H.dd),7.14(1H.dt).7.67(1H,t).9.01(2H.d). 


3 


NMR:3.51(2H.m).3.82(3H.s),4.30(2H,m).6.85^.91(2H.m).7.10(1H.m).7.14(1H.d).7^1H.9.7^ 
(1 H.t),7.42{1 H,d),7.46{1 H.t),7.64(1 H.t).7.78(1 H.d).7.87(1 H.d).7.91 (1 H.d).8.93(2H.d). 


4 


NMft3^(2H.m).3.81(3H.s)A35(2H.m).6.77(1H.d)A85(1H.t)7.(«(1H.t)7.14(1H^7.43-7.50(3H^^ 
,7.66-7.7404.m).7.77-7.82(2H.m).7^(1H.m).9.O4(2H.d). 


5 


NMFt254(3H,s).3.00(2H,ni).3.81 (3H^).451 (2H.m).6.82(1H.d).6.88(1 H,t).7.04(2H.d).7.07-7.20(4H.m) 
.7.70(1 H.t).9.04(2H,d).1 1 .83(1 H.brs). 


6 


NMR:3.28(2H.m).3.82(3H.s).426(2H.m).a82-6.94(3H.m).6.98(1 H.m).7.06-7.1 6(2H.m),7.33(1 H,dd) 
7.69(1 H.t).9.05(2H.d).1 1 .93(1 HJbrs). 


7 


NMR2.01(2H.m)Z70(2H.t).3.7ft4.00(5Hjn).a80{1H.d).6.87(1H.t)7.06-7.18{7H.m)7.68(1H.tt.9.02 
(2H.d).11.76(1H.brs). 
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^3 




Ex 


R'X- 


n 


Ar 


DATA 


1 


MeO- 


1 


Ph 


mp.:147-149t: 

NMR:3.06(2H,m).3.80(3H,s).3.91 (3H,s).4.25(2H,m).6.67(1 H.d). 
6.84(1 H.t),7.04(1H.t),7.10(1 H.d),7.19(1 H,t).7.26(2H,t).7.31 
(2H,d).7.66(1 H.t),9.02(2H.d).1 1 .21 (1 H.s). 


2 


MeO- 
(Chyz-O- 


1 


Ph 


mp.:155-157X: 

f^MR:3.05(2H.m).3.07(3H.s),3.39(2H,m),3.82(3H.s),4.23(2H.m). 
4.49(2H,m).6.77(1 H,d),6.85(1 H.t).7.04(1 H,d).7.09(1 H,t),7.19 
(1 H,t),7.26{2H.d),7.31 (2H,d). 7.65(1 H.t). 9.01 (2H,d),1 1.14 
(1H.S). 


3 


MeO- 


1 


2,4,6-triMe 
-Ph 


mp.: 199-202*0 

NMR:2.10(6H,s),2.15(3H.s),2.75{2H.m),3.35(2H.m).3.80 
(3H.s).3.85(3H,s) .6.41(1 H.d), 6.71 -6.78(4H,m).6.86 
(1 H,t),7.01 (1 H.d).7.54(1 H,t).8.99(2H.d). 


4 


HO- 


1 


2,4.6-tiiMe 
-Ph 


mp.:148-149'C 

NMR:2.16(9H.m),2.99(2H.m),3.52(2H.t),3.84(3H,s),3.97 
(2H,m),4.38(2H,t),4.71 (1H, brs).6.76-6.82(2H,m),6.86 
(1 H,t),7.06-7.1 2(2H.m) ,7.63(1 H.t).8.97(2H,d).1 1 .1 0 
(1H.S). 


5 


MeO- 


1 


1-Naph 


mp.:92-94'C 

NMa-3.51 (2H,m),3.84(3H.s).3.92(3H,s),4.31 (2H.m),6.71 (1 H,d). 
6.84(1 H,t),7.04(1 H,t),7.1 1 (1 H,d),7.24(1 H.t),7.39-7.50(3H,m), 
7.60(1 H.t).7.79(1 H.t),7.91 (2H.t),8.89(2H,d),1 1 .28(1 H.s). 


6 


MeO- 


1 


2-Naph 


mp.:152-154'C 

NMR:3.2u(2H,m),3.84(3H,S),3.87(3H,S)A34(2H,m),6.58(1H,m), 
6.78(1 H,m).6.99(1 H,m),7.07(1 H.m),7.40-7.52(3H.m), 
7.60-7.92(5H.m),9.01 (2H.m).1 1 .25(1 H.s). 


7 


MeO- 


1 


4-Me- 
Ph 


mp.:79-80'C 

NMR:Z24(3H,s),3.00(2H.m),3.83(3H,s),3.92(3Hs.).4.20(2H,m). 
6.67(1 H,d).6.84(1 H,1).7.01-7.13(4H,m),7.19(2H,d).7.66(1 H.t), 
9.02(2H.d).11.17(1H.brs). 


8 


MeO- 


1 


2-Th 


mp.:169-170t: 

NMR:3.25-3.32(2H,m),3.83(3H,s).3.92(3H,s).4.28(2H,t),6.67 
(1 H,d),6.84(1 H.t),6.93(1 H,dd),6.98-7.08(2H,m),7.1 1 (1 H.dd), 
7.33(1 H.dd).7.66(1 H.t).9.02(2H.d).1 1 .26(1 H,s). 


9 


MeO- 


2 


Ph 


mp.:186-187t: 

NMR:2.02(2H.q).2.71(2H,t).3.82(3H.s).3.84-3.90(2H.m),3.91 
(3H.s).6.65(1H.d).6.83(1H,1).7.04(1H,t).7.07-7.20(6H.m), 
7.64(1 H.0.9.01 (2H.t),1 1 .10(1 H.s). 
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No. 


R'X- 


-Y- 


-R2 


-R' 


n 


Ar 


1 


MeO- 


O 


2-MeO- 


H 




2.6-Di-Me-Ph 


2 


MeO- 


O 


2-Mea 


H 




2-CI-Ph 


3 


MeO- 


O 


2-MeO- 


H 




4-MeO-Ph 


4 


MeO- 


O 


2-MeO- 


H 




2,4-Di-Me-Ph 


5 


MeO- 


O 


2-MeO- 


H 




3-TTi 


6 


MeO- 


O 


2-Mea 


H 




3-Pv 


7 


MeO- 


O 


2-MeO- 


H 




4-Pv 


8 


FCHjCHjO- 


O 


2-MeO- 


H 




Ph 


9 


CH=C-0- 


O 


2-MeO- 


H 




Ph 


10 


MeO- 


O 


3-MeO- 


H 




Ph 


11 


MeO- 


. 0 


4-MeO- 


H 




Ph 


12 


MeS- 


O 


2-MeO- 


H 




Ph 


13 


MeNH- 


O 


2-Mea 


H 




Ph 


14 


MeOCHmO- 


O 


2-MeO- 


H 




2-Th 


15 


MeOCH,CH,0- 


0 


2-Mea 


H 




2-Py 


16 


MeO- 


O 


2-MeO- 


H 




2-Pv 


17 


MeO- 


o 


2-MeO- 


H 


2 


2-Th 


18 


MeO- 


o 


2-MeO- 


H 


2 


2-Pv 


19 


MeOCH.CH,0- 


0 


2-MeO- 


H 


2 


Ph 


20 


FCH.CH,0- 


o 


2-MeO- 


H 


2 


Ph 


21 


CH=C-0- 


o 


2-MeO- 


H 


2 


Ph 



-2 0- 



wo 98/57938 



PCT/JP98/02723 



m ^ (D ^ m 



1. Tu-^ (I) '^^n^mmmi7)i:^>x)v^>7^mmmnt^(Dmk 



n : 1 t.rz\t2 

»7;P4^;i/- O - C O -RtX n 7;P=^r;PS*^ ^ J; 0 
Y:OXttS) 

'X mSi7)i^^)V-o-. <ffiK7;wi'-o-co-, Aay> 
Mi^, nhp. >^7y, 75y. <aiiR7;p=^;w-NH-, >^-<£iK7;wi/-N 
«»7;i/^;i/-s-, <a!»7;i^^;i/-so-. i£i^7;p=^^ji/-so2- 
, NH 2 c o-MRzs-o-mL7A=^u>-o-m^^fs.^m^f)mR^n^ 




(I) 
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<ffi»7;Wl'-0-C0-, ^^I/JJ^^^S/JK APy>Ig^^. -hn. v7 
7=y, <aii7;W^;P-NH-Ri;v-<ffig^7;P=^>iP-N-S;&^^?S:S^d; 
Oi^$ns 1 75M4<a©ffife«-Cgft$nTtiT'b«tU 5 75M 6 *AxD7 U 

;P3i^=^>';k 75 <a»7JWi/-NH-RrKv'-(ai»7JW^ji'-N-»*ie> 

i&m7)i^)V-o-. im.7)V^)i-o-co-. :^;P5}?^v;k /no^Jt^ 
mi's -hP, i/7/. 75/. <S»7;Wl^-NH-, z^-i&m7 )V^)l^-N 

^m7)v^)v-s-. <s»7;wi/-so-, ffi»7;u^;p-so2- 
, N H 2 c o - mmf- o -mk7)v^ v>- os»?sns 

Aj&«APy>®^, <SK7JP=^r;W&llt<ffi»7JW^;W-O-S3(l>e>)&:-5PJ;0SJ^$ 
6 M'^T- P 7 U -;i/X-t?fe 0 > 

Ri*^7;WPX«€!K7;w+-;i/S (::n^(i/NP'5r*>0T, bHp^x^ 
b<«<ffi»7;p^;w-o-ST®ft$nTv>T%)<fcVi) 
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6. N- [6-p^h:^>/-5- (2-^h=^s^:7xy+'» -2- (2-tru5>^-;u 

) -4-tfU5vn;l/] -2-7xr:j|/Xi$'>x;U>f:>75 h\ N- [6- (2 
-p^h+vXh:^5/) -5- (2-^h^>'7x/^v) -2- (2-trUS>^ 

x;w -4-tru^>^— ;W -2->'xx;pxi$'>x;i'*>75 n- [6- 

^h^'>-5- (2-^h^5^7x/:^>') -2- (2-t!U^>?x;W -4- 
tfU5>?x;H -2- (i-:h:75^;i/) x^$'>xjI/;K>T5 h\ N- 
^^^'>-5- (2-;*h4^>'7xy^^) -2- (2-tfU5i^-JW -4-eU 

5vx;w -2- (4-pt^;i/7xx;w x^>x;i/3i^>75 N- 

h=^v-5- (2-plh^>'7xy=^^>') -2- (2-h!USvX;W -4-bf 

USvxjW -2- (2-5^xx;w) j:^>x)V^y7^\^mfcn'^(Dm^ib 

>7^mmi^ 

7 . m^ora 1 im.<Dmimk7)v:fj >7.)v^>7^ mmi^x\t^(Dsm^\zm^ 

8 . x> H-fe 'J >^mBm\x&m^(Dmm 7 mt(Dmmmao 
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